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IN THE CLAIMS 

Please replace prior versions and listings of claims in the application with the 
following set of claims. 

Claims 1-37 are currently pending. Claims 38-44 were previously withdrawn in 
response to a restriction requirement 

Claims L-37 are hereby amended. Claims 45 to SO are added as noted below. 

1. (Currently Amended) The method of svntbesmne an oligonucleotide 
prndiTf^t fnr prpfipirentifllly Inlline canceroiu; cells over non- cancerous cells comprising 
the steps of: 

fa^ Using a first oligonucleotide c fwripriRtnp a nucleotide sequenc e, N. and with 
at least two CpG moieties; and 

fh\ rYivfllPTirtv KnWinp n nft or mnre unite of an antimetaboh'te ((aiX) nrodnifi fep 
nn nntim A toWfclit ft rinvnl A ntly ImVriH fn thn its gaiH firRt olifinniirJmtide. 

2. (Currently Amended) The oligonuolootido method o f claim 1 , wherein ttie 
said a ntimetabolite is selected fiom the group consisting of 2'-deoxy-3'-thiacytidine, 3 - 
azido-3'-deoxylhymidine, 2',3'-dideoxycytidine, T 3 '-didehydro-S'-deoxythyraidine, 
2*3*-dideoxyinosine, 5-fluoro-Z -deoxy uridine, 2-fluoro-9-b-D-arabinofuranosyIadenine, 
I-B-Darabinofuranosylcytosine, 5*azacytidiQei» 5-aza-2'-deo3cycytidine, 6- 
mercaptopurineriboside, 2-chlorodeoxyadenosine, and pentostatin. 

3. (Currently Amended) The method oligonucl e otid e of claim 1, wherein fte 
said prodrug is a prodrug for th e anitmetabolite is.2'- deoxy, 2\ 2'- difluorocytidine. 

4. (Currently Amended) The method oligonucl e otide of claim 1, wherein 
two of ^ said at leasrt: two CpG moieties are sep^^'^^ a number uf uuckolid<»i. jyiid 
number being selected from the group nunaberg 2> 5, and 9. 
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of said one ur more mut:> mi Aiilliiictabolltc prodiiig is linked 5' to fte one of aaid at 
least two CpG moieties. 

6. (Currently Amended) The method oligonucleotid e of claim 1, wherein one 
of said one or more units of an <mri in^tfth^]iig prodrug is linked 3 ^ to ^le ore of said nt 

least two CpG moieties. 

7. (Currently Amended) The method oligonuolootide of claim 1 , wherein one 
of said one or more imits of an antimetabolite prodrug is linked 3' to ^ one of said at 
least two CpG moieties and one of said one or more units of an antim etabolite prodrug 
is linked 5 ' to Ae one of said at least a second two CpG moieties. 

8. (Cunently Amended) The method oligonuolootid e of claim 1 , wherein 
gfiiH Aftfi oif mi;f^ uni ts of an antimetabolite prodmg is are linked to fee said first 
oligonucleotide by a 3'-3' linkage. 

9. (Currently Amended) The method oligonucl e otid e of claim 1 , wherein 
said one oar more units of an antimetabolite prodmg is are linked to tfie said first 

oligonucleotide by a S -5' linkage. 

10. (Currently Amended) The method oligonuol e otid e of claim 1, wherein 
said one or more units of an antimetabolite prodn^ is are linked to ^ <siiH first 
oligonucleotide by a 3*-5' linkage. 
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11, (Cmrenfly Amended) The method ottgonuolcotide of claim 1, wheceip 
said one or more units of an ant ^inftfahnli^ prodmp is are ee/veSeaa^ linked to fee said 
Cryt oltganiTcleotide by a linlra£p:. 

12, (Cuireirtly Amesaded) The method oligonucleotid e of claim 1, wherein 
one of said one or mo re units of an antimetabolite prodmg is oovolentiy linked at a 

position tkat Ao-aelootod 1 0 xtpahsicm, o imito ftotti < mo of tho ogldLat looot two CpO 

moieties , s being awfaoleg" m>»J'hg ^een2 andSO, 

13- (Currently Amended) The method oligonuolootido of claim 1, herein fee 
mieof said one or jor vwe imtts of an antimetabolite piodn^ is oovtiLeiid y linked to fee 
satdfijL'st oligonucleotide by a linker having the fbxmula. 





^whcrciA X hxmI y arc independently nolootod fiom 



\ 



and R is selected from QH, S, a d-Ct alkyl, a Ci-Ce alkoxy, and NH. 



-if- 
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consisting of a phosphodiester linkage, a C1-C6 alkoxy phosphotriester linkage, a 
phosphorofhioate linkage and a phosphoramidate linkage. 

2 1 . (Currently Amended) A pharmaceutical compositio n oomprigm g^ 
thortq>eu1icQlly e ff e ctive amount of th e oligonuolootid e made bv a method of any of 
claims 1-20, 

22. (Currentily Amended) The oligonuoleotid e p roduct of claim 21 wherein 
said olwuiQo e fiitioallY Qooeptable faiairi ei is phamiaccutical oomposittoa comprises 
lipofectin as a carrier. 

23- (Currently Amended) Aft The method of synthesizing an oligonucleotide 
product f or prcfcrcniially killing cancerous cells over noncancerous ceills comprising a 
niwlif ngiireacnted by the fofiiiula: 5TOXCG3' h e rein P is a prodrug for on 
nnrim a tf- fc lvilifft nnri Y rapT ft w a nt a hetw ee n Q imd - 50 miolootidoO, the StepS Of: 

(a^t Using a first oligonucleotide with at least one CpG moiety and comprising a 
nucleotide sequence, X, having b etween ((0)) 2 and 50 nucleotides; and 
(b\ Covalenrty linking a prodr ug. P. Ifor the antimetabolite 2'-deoxv. 
2Vg-difluorocvtidine to said first oligonucleotide so as to form PG. a second 
moiety of said oligonucleotide product, 

24. (Canceled) . 

25. (Currently Amended) Aft The o liHonuolootido of nlnim ? ^ method of 
svnmeslzLng an ollponucleotlde product Ibr prcfbrenitanv killina c aimeruuai cells tivcr 

noncancerous cells comprising the steps of: 

- L' 
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(sl\ Using a first oligonucleotide with at least one CdG moietv and comprising a 
nucleotide sequence, X. having b etween ((0)) 2 and 50 nucleotides; and 
(b) Covaiently linking a prodrug, P , to said fir st oligonucleotide, wherein the 
metabolite P is selected fiom the group consisting of 2*-deoxy-3'-thiacytidine, 
3*-a2ido-3'-deoxythymidine, 2',3'dideoxycytidine,2',3'-did€hydro-3'- 
deoxythymidine, 2'3'-dideoxyinosine, 5-fluoro^2'-deoxy uridine, 2-fl\ion>9-b- 

azo-2 -dooxyoytidixio, 6-moroiq>topurmon.boaidd, 2 oUorodeoiQ^ndenoQine, and 
pentostatln, 

26. (CuiTuully AiucxlJcU) The mcUiuJ uUsuuutflwGdu ufvluim u£23, wlicic 

X is selected fiom the group consisting of 2, 5, and 9. 

27. (Currently Amended) The method oligonuolootido of claim 23, wherein 
th e oligonuolootide compris e s multipl e nucl e otidos and th e prodrug ia oowlontlv linked 
tn nno nf tho nuQlootidm bv said covalent link of P is a 3^-3' linkage. 

28. (Currratly Amended) The method oligonuolootide of claim 23, wherein 
the oligonucl e otid^omprioco multiple nuolootid e g ond-fee prodrug is oo voicaitly link ed 
to one of the nucleotid e s by said covalent link of P is a 5*-S* linkE^e. 

th e nligonnolontid e oomflrin e fi multiRl e nuolontidon and the grodni^fl oovolQiitly linlced 
to-ono-of-tho nuolootidco hy ooSd oovolont Itt ilc of P io n. 3* 5' linkage. 

7 
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30. (Currently Amended) The method oiigonuolootido of claim 23, wherein 
the oligoauol e otid e oompris e o multipl e nucl e otidoa and the prodrug is oovalcntly linked 
to ono of the nuolootideD by said covalent link of P is a 5-3* linkage. 

3 1 . (Currently Amended) The method oligonuolootid e of claim 23, wherein 
the oligonucleotide oomprisoa X ooxitoino a t leoGt one nucleotide having a riboce sugar 
moiety. 

32. (Currently Amended) The method oligonucleotido of claim 23, wfaeieiQ 
th e oligonucl e otid e compris e s Xconlainsa t least one nucleotide having a 2'-deox}nribose 
sugar moiety. 

33. (Currently Amended) The method oligonuolootid e of claim 23, wherein 
^ oligonuolootide 2Loomprises at least one nucleotide from the group 3' O olkyl 2-o- 
alkvl me ksotid e . on e 2' N Alkvl 7. -n-alkvl nuoloirt i dB, or on e and 2 ' O halogen 2 -o- 
halcgonand xraolootido, vAiorom tbo alley] boo a pproxiy nntaly having b etween oboxit 1 and 

^be^ 6 carison atoms. 

34. (Currently Amended) The mefliod oligoniiclootido of claim 23, v^carein 
^ oligonuol e otid e X comprises a plurality of nucleotides connected by covalent 
intemucleosicfe linkages, wherein each of the linkages ese is^selected from the group 
consistmg of a phosphodiester linkage, a C1-C6 alkoxy phosphotriester linkage, a 
phosphorothioate linkage and a phosphoramidate linkage. 
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35, (Cxnxently Amended) The method oligonucl e otid e of claim 23, wherein 

th e oligonucl e otide compri s es multiple nucl e otideG and - tho prodru g P is attached to at 

least one of the multipl e nucleotides inX by a linker having the formula. 

O 



and R is selected item OH, S, a CrC6 alkyU a Ci-Ce alkoxy, and NH. 

36. (Currently Amaoded) A pharmaceutical composition comprioing a 
tb e rap e titicdlly offoctiv e 

omount of th e oligonuoleotid e ms^t^ Hy the method o f any of claims 23-35. 



said ^ffl maceutically acceptablo oom esHs pharmaceutical composition comprises 
lipofectin as a carrier. 





37. (Currently Amended) 
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Claims 3 8 to 44 below are all Whhdiawn 

38. A oompoimd having puri^ in excess of 98% by HPLC, baving the 
fonnula: 



NH-x 




H 




oy 


-f 

F 



iKd>ei^ R is selected fitim the groiip 00^ 
C6 alkeayl« and a C2-C6 alkyi^U 

X is an amine-piotecting group that is stable in oBgoaudeotide syntfaeas condition^ 
and 



{o - 
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y, and z are each sdected jfrom H, a hydroxvl-protectinft group that is stable in 
oligonucleotide synthesis conditions and a group that can be attached to a solid 
I support. 

I 39. The coinpoiindofclaim23» wherein the gioup that is attacha 

' support has the fonnula 0-C(=0>M-C(-0>Nil-Spacer, where M is selected fam the 

group consisting of sucdnyl, oxaiyl, and hydroquinolynyl, and wherein the ^Spacer is 
, selected fcom the 

I 40. groiq> consisting ofaCl-C6alkyl,elfayloxyglyGol, and a comlM^ 

^ alkyl and ethylenegjycoxy. 

41. A compound having the formula: 



NHX 




Oz F 



vuliemn R is selected fiom the group consisting of a CUC6 alkyl, a halogen, a C2-C6 
alkenyU and a C2-C6 alkyoyl; 

\ X is an amine-protecting gtoup that is stable in oligonucleotide synthesis conditions; 

i 

- I I - 
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z is a hydroxyl-protiectiiig gioi^ that is stable in oligjonucleotide synthesis conditions; and 

! " ' 

n is 2-20. 

42. A compound of the fonnula: 

NHx 



yO--H2C 




whejieiD R is selected from the groiap coosisting of Il» a C1-C6 aOcy!, a halogen, a C2-C6 
alkenyi, and a Cl-^X alkynyl; 

I * . xisananune-protecdnggroi^fhatisstableinoUgonucleoti 

I ■ . 

I 

z i s 8 hydiDxyl^protectiiig gcovp that is stable in oligonucleotide symhesb condition^ and 

I 

nis2-2U. 

I . 
I 




I 
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43. A compound having a purity in excess of 97% by HPLC, as s^^ 
I focmula: 



NHk 




H 






0 


F 


) 1 


1 


— NffR" 



wherein y is a hydroxyI*i»otecti]ig group that is stable in oligonodeotide synllKssis 
conditiQiis; 



and a C2-C6 alkynyl; and 



K' ana K" are imlepraacoUy s^clcuicd Skuiu Oh? group cojisisiiJ^ of a Cl<<^6 cXScyJ and a 

C2-C6 cycloalky]. 



44. A 4AmipuQjid Loviug purity in excess of 97 % by IIPLC, and having the 



formula: 



-IS- 
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0/ F 

X IS an amine-proiecung group loai is sna>ic m uu^uuucwiJUc s/uiUcsis wuuoiuuua. 



R is selected from the group consisting of H, a C1-C6 alkyl, a halogen, a C2-C6 alkenyU 
and a C2-C6 aikyayl; and 



R' and R" are independently selected from the group conastiqg of a CI-C6 aUg^l anda 
C2-C6 (^doalkyL 



I 



I 
I 
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(Claims 45-^. are newly added) 

45. (New) The method of claim 1 » for preferentially killing cancerous cells in 
the colon» wherein said prodrag is antimetabolite dFC - 2'- dcoxy, 2% 2'- 

NisGGACG. 

I the colon, wherein said prodrug is antimetabolite dFC ^ 2*- deoxy, 2\ 2'" 

difluoTOcytidine, dFCG represents the first CpG moiety of said first oligonucleotide, and 
; N is GTGGAA. 

I 

! 47. (New) The method of claim 1, for preferentially killing cancerotis cells in 

the colon, wherein said prodrug is antimetabolite dFC = 2'- deoxy, 2\ 2'- 
> difluorocytidine, dFCG represents the first CpG moiety of said first oligonucleotide, and 
' NisGGACGTGGAA. 

I 

' 48. (New) The method of claim 1 , for [nrefisrentially killing cancerous cells in 

I dies culuii, whcRsiu seiid piudrug is aiiliiuctabuliic OFC - 2'- dcuxy, 2\ 2*- 

I 

, difluorocytidine, dFCG represents the first CpG moiety of said first oligonucleotide, and 
N is G GAGCTGGAACG. 

49 (Mpw) A ]ihnmn;inftiitirsi1 Rompnsitinn of* nlAim 9.1 comprising « 
therapeutically eSTective amount of said oligonucleotide product 

i 

50. (New) A pharmaceutical composition of claim 36 comprising a 
therapeutically efferJtive. ammmt of said oHgonnrlpsotiHft itmdnr.t 

I 

1 - IS-- 
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